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h^V'JJK 2-, 3-i/:tt4-t:'Jy>, 2-, 4 - £ fc*± 5 - M U ^ 

«£fUfefiC 1-6 7;l/*;^fcirem&$*L-C\/>T*> «fcv>) , (xxvi)^fJKT 

1^121) &4"fc<fc4>HH (#£L<»ilfcv»L4lH, SMCjfrS t < ti 
l^L2fl) ^fr5£v>L 1 0 JHI*38lt- * ^ ^- >H6 (^Jx.{?, 2-t/c(i 
3 2 fc»±3 -"7 V >K 3-, 4 

5-^7 7';^*^-^ 2-, 4-f ^(is-fryu^^^fxjK 3- 
, 4-££ti5--f Vf77'J;V*/l"f-^ 2-, 4-^7t(±5-^^-9-V 1 J 
l, 2, 3-4fcttl, 2, 4-h'J7V'J^^^K 1H 
-ifcli2H-f>5 , /'^»*^, 2-, 3-*fcli4-tf i ;^>U*^ 

2-, 4-*^»±5-if | ; ^y/i/*^-/!/, 3-*fc»±4-^y *^y- 

l-$fc{i2-^y^-;V^^) *5J:0 ? (xxviii)^Nnyy<k$ttTv^r £v> 

, (xxix) 9WK^ (xxx) Ci-6 7W-)V^Fi (flflx-tf 
„ h\ j.?-/!/* W Kfci?) (xxxi) ^n^>Jir^.& h*-effi 

> WWrtefclM^ Cltte><7)gmS^l^^t5li^L-CV>T^J:<^ 2£Lh 

[0 0 11] 



ffiSE# 2004-3045080 
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i-zf: 19/ 



V;;K l,2,3-tW77^K l,2,4-Wv7y'J;K 1,3,4 
-t+t^TV'JJK 7^^;V, UJ-fT^TV^K 1,2,4— f-T 
vTV;;K 1, 3, 4-fTy7V'JJK 1, 2, 3 - h'JTV^K 1,2,4- 

'j 77'j ;k ff7 v* 1 ; ;k tr v;k try ^v^;k try 5 v-;v, v 

-;K h V 7v 5 J 6 I<^)^f imitf S> fi^Jx.^ 

> KV /k i H-'f >^v*y ^>x^ ^ ?~vy ;k ^W:*-3r-^v*y ;k 
l, 2 -tyvj v^^vy ;v> ^>yf77^K 'ovtf?— >k 1,2- 
^>7^;f7V | J^ 1 H-^>7h y 7 , / , j^, -rv^/y;K 

y>7'J^K ^-T-Vvj^K *7 ^'J^K 7?7V-;K t7f'Jy-;V 

, yy— ;k 7*f U v— ;k 2/;w*v*y « -#;v>Ky -;k £-#;w-Ky- 

>K y --7j;V**y~;K 7^'Jy^K 7x/+ty^JK 7x7f7v-;K 
7xf>?-jK 7x7 ^-t>M/-;K yxth'Jv^^K 7x 
tfn'j-;K >f > fnn [1,2-b] k"'J^-;K t*77n 

C 1 , 5 - a) ey v*;K ^5^7(l,2-a] tfy v^K <f 3 [ 1 , 5 - 

a] tryv/K <f ci, 2-b] try^-zK ^s^v ci. 2-a] e 

'J5'7-;K l,2,4-h'J77n [4,3-a] fc?yv>;K 1 , 2 , 4 - h 'J T 
7n [4,3-b] k?'J/y-;K [1,2,5] f7y'77'J;K 

Cl.2,5] Wv7^JW8~16l (SfSL<ti\ 8-121) 

1-2^ (i^t L<i±* hh) ^^-tfviti -21@ («ft t<{±. hh) 

*fcofc88N|2~-3ffl (*f£L<W\ 2ffl) «£ L < 



ffilE#2 004-3045080 
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^-y. 20/ 



7bKD7.^;K *-*9~>K t^'Jy-iV (itftLO^ 1 - fcf^V v-;vf 

(#=£L<iiffrfD) w^^flf^tffS (liJJ»#^1t^m*) , 2, 
3 -vk Kn-r > KU >K 1, 3 -vt: Kn/f y > KV 4 o KfufBLfc 

IKlili) i:i^L fc«*3!UI. UtTfE L fc^* Wl*5lt««*SIUfe 1 - 2 IS 
L < 14 HH) ^fBLfz 5^v>L6 IOftif^lt^*^ff 1 

-2i@ «f4t<tti«) tm^Ltzw.mmm, **w±i, 2, 3, 4--r 

t Kn^yjiV, l,2,3,4-ff7t Kn-fy* / V £V) 4 -9 KtfffBL 
[0 0 12] 

HA£fcl45IBa«#LTV*Tfc 4vMWfc3fefc LT?> *LTV*T 4> 4 v>T 

Sy'lkK rffim$*L-CV>T*>4v>fc Ko^rviJ fc4tf nWfe^tLt^rt 4 

•=e>f ;vst fc*4em$*tTv>-c *> 4 ^mMW^ irof^s^t Ltv^t *> 4 v> 

r*>4v>^b7Km3fej n^it* r^k**sj *34if rmm$ttr^T^>4v^ 
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**— 9 J: 21/ 



Mtuo m&ztix^xi> x^mt^mm [&kit*mm &x 

***v;i/*J tLtli, -ett^n, Mof A^t LT v^t U v>fM t LT 

mtLx<D [w&ztix\<*xb x^mt^mm] rmmztix^xb x^ 

> 2, 2, 2-MJ7^nxf^fy, Hj^nn^f^y, 2, 2, 2-f'J 
^nnxb^yf) „ mm^ttrv^T^ X^y*~)V (MiL<it, ^ur>lk 
ztix^xi> x^c i-er^^i, ^uy>itztix^xi> x^c i-qt 

x\,*xi> x\,*y &xzmmB.^ mmm^xvmmw^m^m 

iJWc^-rn^T-i ^L3i (tiL<l±l^L2i) H^<t^lfl ( 
L< (i 1 ^^L4^. $f>K#3: L< til ^>L2I) tt>5^L10I 
(#k 2-*tz&Z-*f-3-=-)V > 2 -S7t{i3--7V;K 3-, A-t 
fcliS-e^VV^K 2-, 4-Jf:ii5-f7^/'J;K 3-, 4-£*:li5- 
^Vf77'J;K 2-, 4-*7^(±5-^^r-9-V'J;P, 1, 2, 3-£fcl41, 
2, 4 - HJ 7 V'J ;K ■ 1 H - Jtti 2 H - T' h 7 ;V, 2-, 3-tfc»±4 
-fcfVv^K 2-, 4-Ztzte5-W 3 v;W 3-i/;li4-t°'J^;K 

* y v ;k -f v *y v ;k > K if ; irmsm^ti c i - 4 r;v*;v^& 
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22/ 



tert-y^K ^>^;K ^->^Ci-6TWf) s 7v->V (C i - 

>v^;k Ci-67jK;v^;v*-^ (flu >Hfr) . ^>-fe*> 

„ ^ny>ft$tLt^t^ J:v>c i _ 6 7;vn^y*;v**-;v ( 

;K 2, 2, 2-f'J7;vtnih+v*^K f'j^nn^^y*^ 
~;k 2, 2, 2-h^nnxh^y*;^-;^) N 7i-;v-C«SI$tLT 
^TU^Ci-67;V3^y*;v^;v (M, ^yV)V^r^i/ij)V^=.)^m 

d_ 6 ) r;i/^r;v*. 7x^i4JfofiM6i ~2i@T?m&£*i-tv>-c& «£ 

^7y-;^J:y f 4tlW^^ (0IU p^f^K 7*0^^ ^7 7* 

nt°;K "7*f-;V> tert-^/K ^y^fOCi-eT^^f) 
„ 7 7^^;v (0!U ^>v;v> 7x^f;vf<7)C7-io77Wf) > TV 
-JV (Ms 7x-JK i— *-*7*-/k 2-t7f;v^C6-io7V-^f) 
f ^tLtv^-CUv^ 1 - tV7y^^ 3-81 L < (i 5 ~ 6 M) ^ 

(00131 

miE# 2004-3045080 
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^-v! 23/ 



*U SRA^LT^-Cb J:v>*maitL"CO re&StLT^T 4> «fcv>fc Kn + V 
C 6 -l o^ 1 ^-^^ T T^/^, m^m* (tA^tLt 

[0 0 14] 

;U£RAC0 0H£^<7)#;W1?>1L flRtfR A S O 3 H& t*<DXfr*>W, W 
x.{fRAso 2 H^ifcox;v7^ ym, ttzit, ^Jx.(JRAOPO (ORB) O 
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^-v: 24/ 



WUIiRAcO, RAS0 2 , RASO, RA 0 PO (ORB) (^(7)f2-^{± 

iMtLtii, ttirfi, m.A^mLx^xi> x^m&mt lx<d mmzti 
x^xbz^Ritfcmm m^tix^xi> x^mmm^i Kfctt&s 

>^;Vs}€-;i/ N ^?uiy? y#;V5K~;K n^\^^->^;v^- ;v > 

R A ^> ? « (Ci- 6 ) Tfr*)l<mx$>&RAC0%:£tf£V)1fttL^o 
[0 0 151 

X TO, N - ^fi&# ;i/^tf ib tL<2>o 

^tt-cv^T^iv^r^y^j o rr^/*j <DW.&mtmffi.<D& ( rsm^nr 

;w^^;^<of£0 (Ci_ 6 ) T;v*;v*> 7x-;vMt^tMl-2« 
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^-v: 25/ 



sj air) 4^***>re>*t*^ Htrie rsm£n-cv>-c& .t^r^ y^j 

T<)J:v^ 0 Ztz, N,N-v«&#;W^'f;W;J3lt& 2 ^@<7>fi$|g^Sit/i^i : - 
LTte. l -TJf^-J-fr* )V#-)V, l - em; v^;i/*;v#- 

l-^^W 2-t7f^C6-107^-^) . 7y;H (flk 

3~8M (Srt t < ti5~6^) *7 5;*;V^JV^ WffiV^bft&o 
[0 0 16] 

tAt/:(itB^f tTV^t^ £v>gm^£ LTW |\*-*xMfc£ HX^X & 
iv>#;v***v;v^J t LTii, ^-COORC (R C itfcmm^Z tz&W&Z 

*t-e*U lA^t Itv^t ^ i v>f ^Ifc Lt<7) rW&£*LTv>-c*> iv^fcTk 

m&s ^&if2> [mt^mm &xv* m&ztix^xi> x^mmmms \z&*t 



i±iSE# 2004-3045080 



#M 2003-114313 ^~ V : 26/ 

^ttitLt^) rs&$*t-cv>-c& z^m&mm 

^v/f^ry*;^-JK sec-7 h ^fy*;V^;K tert-^h^ 
t^>f;Vt+y*^*-;l/fOC i _g T;V3^rv^;i/,-K-;v^^tf ibtt, 
1 _ 3 r;V3^y*;P^;i/f^ie i f Lv* 0 

tlitlto rgJ^^^Tv^-c^ J:v^b7K*^J tcisit* r^b7jc^*J ^ 

^Lx^xi>£^w&mt Lxmffz&tmm<v&% t*ybmm%$km^bti& 0 

7-7 f^y*;i/*-;K 2-7^7 f^ry*;^t-;>fOC 7_i 2T i ;-JV'^^r 

, 7xif jvt^y*H-;v^c 7 - i 577 Wt^ry*;^-^f ( 
$f$L<fc^ C 6 - 1 0 T'J -)V-C i _ 6 7;V3^'>-*;Wf-^!fcf) iffi- 
t Lv> 0 

*7V/K -f>K';;K tT^Vv^K fh^tKne^-A'WiL 
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^-v*. 27/ 



v^J tLXii, ^fl/>y*t*'A ^^V^i^^-^v^ Wfflv^tt^> 0 
[0 0 17] 

[<fcl4] 

R* 

(tfJlxJf. *^;K -x^W "/ni^K ^V^nuX T^v^) , Ci-6 
T)Va* g^Ts ^fcB.^ i ^M^T-^ <b^tf tL^r^x n JET- 1 
• fcv*L3tt L<til£v>L2«) £4?&< i: 4> 1 10 (ff^Klil^v^L 
4fiU £«bi::0£L<{±lfcv*L21i) £-<tf5&v*Ll OlIftl-Ci-6 
TA^/Hfe (MtlM* *?->K Jc*-/K ynfcT/K -fv*/ntf;K "/^^^if) 
, C 1 _ 6 7;^^y-*M-;V-C2-6 7^^^S (flU 

[0 0 18] 
Hbi 5] 

mtE# 2004-30 45080 
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^-v: 28/ 



Huffish fBiLT(i, 5$ 

Ht 1 6 ] 




9-4 



L 1 OMm^^-C i _ 6 T)V*)Um* tzitC i _ 6 T)Vu**y-i3)V7£-)\< 



[0 0 19] 

miB^. X(±0. S (O) n (nti0~2O^^^i-) 2£tiNR3 (R 

r3-ctf£*i£ [w&ztix^xi> x^mt^mm] tvxit, mmLfzWA 
R3-c^£*t& [w$kz*ix^xi> x^mmn^] ati^ ifrist^A^ 
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^-v : 29/ 



[0 0 2 0] 

RlT^^tt^, rem$*vrv>-c4> iv*KMbjc**J tLTli, HTSBL^SRA 
^LTv^T'b iv^itLTO retfe$tLTv>r*> iv^fcTKfRSJ tPW 

R2r^$ti^> r@m$*L-cv>-c*> j:v^k**afej <d rjjtfk***j tu 

, t^t^. (i) ^-C0NRl2 (r 1 3) -c^$*L&|k, (ii)^-COO 
-Rl4-e^$tt^>^ (iii) *-NRl 5 (Rl6) (iv) 

Mkl 7] 

— co-n^-nr" (r w ) 

•e*s*L*ak (v)^-nh-co-nrh (r 2 0) #k 
[0021] 
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^-v: 30/ 



X^C 7 _ i 6 T7J^;vi^i:Wi Lv* 0 . 

;K tert-7^;K ^t^>f ;v^^o«oc 3 - 6 r;v^;vi#!ift 

o 

re&£*L-Tv*-Cfc <t^C 7- i 6 77iV^^iJ tUli, #8x.tf> ^ny 
^iK^oc 3-6 t;v*;v*7TO3; Lv^o 

[0 0 2 2] 

R 2 t LTf±. fllx.fc^ 

(i) ^-CONRl 2 (Rl 3) 

(ri 2ii7j^j(j!H\ nm^fix^x i> x^R^m^ ($u sm^w-ck 

&£*LTV>T& £v>C 7-1 eT7;v^;vi) £tzl*W&Z1XX^Xi> X^MM 

mm*, r 1 3 liykmmi-zfztec i _6 t^^^^^i-) 

(ii) ^-COO-R 1 4 > 

(ri *te7kmm?-ztzim&ztix^xb£^c i-6T)v*)vm*7Fir) x 

(iii) ^-NR 15 (R 1 6) 

(Ri 5 ^mm^ttzim^n^x^x i> z^c 7 - i 6 T7;v^;H> t-> 
R i 6 tefcmm^tfztec i - 6 7;v*;vg£^-r) xmzfr&&. 

(iv) ^ 
Hfcl 8] 

CO — N VnR" Cr,,) 
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^-v: 31/ 



(v)S-NH-CO-NRl9 (R20) 

(R 1 9l±7kmJ&=f-tfzl*W:&!:Z*iX^Xi> X^Cq-i ^TV-J^k*. R 2 

conr12 (r13) -efij&$*LTv>-c*> £v>c i_ 6 t;v^^» s 0^ tv> 

o 

[0 0 2 3] 

Rl2t^§W rSm^tLTV^T^ iv^bTjcm^J <h LT(i> B&fflL/im 
Rl2^^tL^> rfi^^ttTV^T^ iv^^SJ tLtli, ttrieL^A 

R 1 2~_ R 2 Oov^-f^T^^tt^) ra^$tLTV^T^> iV^C i-eT^^r 
r^iv>C 7 -i 6 77W36J <7) TC 1-67WIJ > rc 6 - 1 4 7 

iv^3R5Kfe*^i- 0 Rl2fcUCW\ tt&$*iTv>T *> J: v>C i - 6 T)V*)V 
S^^tLTV^T^ .tv^C 6 - 1 4 tzitW&ZfiX^X i> X^C 

Rl2«e/5£*L& ["tt&£*LTV>Tfc X^C i- 6 7WSJ tUTt*. 01 



tHIE^ 2004-3045080 
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^-■s>: 32/ 



xti\ r^y> ^e/-Xiiv-c i_6 7^W5; ($u ^f^r^, 

f;VT^y, tW^T^ W7^, vVf;V7^, y'xf;V7^ . 
fci?) „ -ty-Xfiv-C 7 _ i 6 77W75/ (flU ^>^7 5y4fir 
) , ->7A /MarvJBR^ (#!k 7^r^') , Ci- 6 7^n^y h 
^ry, xRHa „ C3-8'>^a7^;v (flk y^n^neK vy*n 

^E^^«b^t^^xnjg^l*v^U3a (^L<lil^t2l) *>p 
fc<fc<>l« (3SF£ L< til ^v>L41, L< (41 fci/*L2fl) #tr 

5^tl0llfiia flU 2-^^-;V, 2-f77V;K 2-e'jv 
;K 3-vf i ;> ? ;v> 4-fcf;v;K 2--79-;K 2-7f7tKn77-^ 
2 -7- h7t Knk'7-;^^) & ^"Cg&S *i/CV>-C & «£ v>C \ - 6 T;v^;v 
* (#»J> 7°ne^ ^fV7*Dt>, -t*^;v, ^fV7*f;K sec 

R 12-e^$tt^> rtt&£*tTV>T*> iv^C 6 - 1 4 TV-^lfeJ ttTii. 
^x(f> Any>S^ (ffiU 7yt^« > Ci-67;vn*y (#!U * >*~> 
, xh+y^if) ^ir-eem^tLTV^T^i^C 6- 1 4^ , > , - ;l/ * ^ 7i 

Ri2t^$ns rs^^ttrv^T^ <fcV>C 7- i 6 7 7;^)ViJ hfCii 
, ^n^>I? (0k 7 7f^W , ^ny>JK^ (0k 77^^) ^ir-Cg 
^^ttrv^-c^iv^c i -6 (0k *?-/K j^;k -/nt^K -fy 

7 , nt°;K -fvW, sec-y*^;K tert-y-f-fl'fc £0 . Ci-6 

7;^^y (0k ^h^v, ^f*->. 7n %¥frbmttti2>W.& 
&"C9&ZlXX\t*Xi>£\<*C 7- i 6 7 7;V^rJVi (0k 

j- > ^n^/i? (flu 7yi4ir) *^Tfim$tLTv>r 

^>iv>Ci_6 7Wi (0k *-3NK 7*Bkf^ 'fVT'nt?^ y* 

>fvW, sec-y^;K tert-7^;V&£0 > Ci-67JV3^v ( 
0k ^h*^. xb^ 7*n^v4t) fc^&»*«t*«»afe-T?S&$*L 



ffil£# 2004-3045080 
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^-v>: 33/ 



R 1 3 li^JR^fcttC i - 6 t;v*/u££^U ft^-ct^HJK^jW* 
[0 0 2 4] 

x.{£, p<?-;k .x?-;K ^otfjK ^fv/De;K >fv/f;K sec- 

RiS-e^^ti^ rfim^tt-cv^T^ £v>c 7- 1 6 77;v*;HJ tLtii 

R 1 7 ^m^=fttzim^^x^xi> x^c 7 _ 1 6 7 7;^;H^L 

s S^^ttrv^T^ £V*C 7_i 6 77;^W^iL^ 0 
Rl7-e^$tL^, rm&£*twc*> X^C 7 -i 6 77;v^;viJ tLTfi 

R 1 8 {i7fcifJ!iC tzltC 1 _ 6 7;^;H^^L> ^^T'UfJEWt 
R 1 9li7fc3fJI^££i£S&$ftTV>T& £v>C 6 -l 4 7'JHVM/tU 

Rl9-e^$tL^> r®m$ttrv>T^ £v*C 6 - l 4 TV -;i^J £LTl;3\ 
Mill ;vn ^vfflHP 7 * £*) * ^fft^ fix ^X i> X C 6 - 1 
4 T , ;~^ (flu 7x-;v) &^ffiv>e>*L& 0 

R 2 0 it&mmT-t tzitc 1 _ 6 T;i/*;v*£fcU ^^-e^TK^^^t 



ffiiE# 2004-3045080 
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t-y. 34/ 



[0 0 2 5] 

_tfi5:£ (I) T^stiMb^tLTti, fl*.!*. 

(1) * 

Hfci 9] 




(2) * 

Mb 2 o] 




3tDtig|&£*L-cv>-c*> i^^^fvf^, flfc^|2#t»|Bi: HStilfc 

(3) * 
[fb2 1] 
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35/ 



C:£4u L li±W.&ZtlX^Ti> X^-Y~ (CH 2 ) m- (Y*±*££-#. -O 
-S (0) n 1 - (nlfi0~2Oi|[^t) J/di-NR?- (R7{i 

[0 0 2 6] 

% ["Uva-J fcLTIi, (i) Sm$ttrv^T^ iv*2flfi9^k7K3RS m 
ZL<&, Tfr^-Vym . (ii) -0-, (iii) -S (0) nl - (n 1 it 
0 - 2 <D&%L*7Ft) ^ (iv) — N R 7 — (R7|i*fJ|^ mm$*LTV>T*> 
iv^b^3K»ifettflllfe$*L-CV>T«> i^|S5RIUfe*^'t) ^ (v) * 

*i£>£2W_t (0Jx.tf2~5^ L<li2~3lB) &*£-fc-£7tilfc ^* 

ti> 0Ox.tf, 7^*1/'/*, r;v^-v->S, t;v^t-p>^ SfcttlWfeKft 
ir^v^ituit «£if, ^v^, yneu>&^c 

»r^-W>*, i: ITI±, Wz-l$, -CH = CH- -CH = CH-CH 
2", -CH 2 -CH = CH-CH 2 - - (CH 2 ) 2 -CH=CH-CH 2 
-, - (CH 2 ) 2 -CH=CH- (CH 2 ) 2 -, - (CH 2 ) 3 -CH=C 

ir^vvitu, mit -c=c-, -c = c-ch 2 -, -ch 

2-C = C-CH 2 - - (CH 2 ) 2-C = C-CH 2 -, - (CH 2 ) 2 - 
C = C- (CH 2 ) 2 -, - (CH 2 ) 3-CsC-CH 2 -4^C 2 -67 • 

mt^\^m<^2m<o^mm.^h^mm^m^mt tta, c 

WIE# 2004-3045080 
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36/ 



6 _ 1 4 r i J-;vm ($J> ^vizy^i-y *v>tz¥) „ c 3 - 8 

> (#!!> y^o^n/^ y^o^r/v^n^/^, n^^fc^) 

<D2moRmjMii-^h7Kmm^^tzm, wus. 1, 4-7x^i/>, 1, 

r7-Ctf£*l& rg&$*vO>T*> X^fiiitTkmm £LTi±, fA^tLt 

^-c%«tv^am»i:LTo rem^tLT^r^ x^^t^m&] tmm<oi><D& 

n 1 t LTf±> -0^$ft LV^o 
[0 0 2 7] 

L^Stl^ 1 ; LTi±, ^:-G 1-G2-G3- (G 1 

(ism^tL-cv^r*) x^-mvjkfcym&z, g^h-o-, -nr»- (rs 

^S^^-r) *fc»±-S (0) n2- ( n 2{i0~2O^^^1-) G 3 (± 
R8-c^£*L& ram^tLTV^T^ X^fitltTkmM] t LT(£> tA^tlt 



tBIE#2 004-3045080 
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^-v: 37/ 



fflv*<b*U JjfK^f-l^ if 1/ »5: t 5 « C i - 3 7;V^ V t^o 

R 8 i: Uli, TfcmilW^f l^o 
n 2 hLT{±> OWiLK 

[0 0 2 8] 

LXmZfrZV LXlt, (i) 5$- (CH 2 ) ml-W- (C 

H 2 ) m 2 - (ra 1 £ £ O^m 2 (i^ft W 0 L 6 tf>^$:^ W*i^f&#. - 
-S (O) n 1 - (n lii0~2<£>^m£^1-) "NR 7 ~ -CO 
-CO-N (R7) -Sfcli-N (R7) -CO-m) -C^t>$tt3U 
(ii) 55-Wl- (CH 2 ) m3-w2- (CH 2 ) m 2 - ( m 3(il 
fcv*L6tf>g&** Wli5<tJ>'w2|^tL^^ -0-> -S (O) nl 

- (niiio~2©ii^t) ^, mm&irimm£FiMm*7F-t) xmt>z 

m 2 £ It fi, 1^^L6 Og$ctf*$f £ L < n 1 L 3 3 L 

ml £m 2 0&^;b-£i: ttli, m 1 &0.$ tzit 1 <7>*§<£\ m 2 ri ? l£^L 

fcBSE# 2004-3045080 
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^-v : 38/ 



2^0O^W^tv^ 

-Y- (CH 2 ) m- (YlijS#¥, -0-, -S (O) n 1 - (nlfi0~2 
(OWB&m-t) i^li-NR7- (R 7 immtmitmZTFir) m»±0~6 

-Y- (CH 2 ) m-OfftitLT(i, HUlSL/ciRA^ Lt^t «fc v>« 

_hifiL£f-C*>> LtLtii, - (CH 2 ) m3- -0- (C H 2 ) m3- 
, - (CH 2 ) m 4 — NH— (CH 2 ) m3-, - (CH 2 ) m^-NHCO- 

(CH 2 ) m3- N -0- (CH 2 ) m3-C0- (ra3(±l^L6^1t, 
$f £ t < it 1 L 3 m4(il^L6 OSEgu £?£ L < (i 1 L 

3 *>g»u ftizftt L < l± 1 * tv^o 

[0 0 2 9] 

)vm% tz wttfes ttrv^T s> x ^mm&*m t> r 4 & * ^ r 5 »±:s> 
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^-v: 39/ 



xxr >Wfc £ fix T J: ^ * ;v * •> ;v*J *» <b * & * v * 1^ * 
R 4 t UT(i> TfcSfcJOS^ C i - 6 T Z*mt L < , JRf^tK*®^ 

R5him tK^ie^ m&ztix^xb iv>c !- 6 tjv^ ems 

C i _ 6 T ^4r;Hlft if^f tv^o 
[0 0 3 0] 

R 4 £ R 5 LXfcfc-f %>M, i fc 12 R 4 4 »± R 5 # L 

ftm-f&m, G 2 *?-NR 8 -<7)i§^R 4 £ r 8 ft LT 

WCi> <fcv>5fcv>Ll 0lO^ilM^f>^o JWttSfc*** t°D-;K 

-fV-f >K';v>, T-fe^v^ en'jTA e^'Jy>, T-tffc?^ >=e;v 
*y >\ f-**** 1 ; ^r/>, 1, 2, 3, 4-ff7U*n^;'J> 
„ 1, 2, 3, 4 h y t: Kn/f U y%t^m^bti2> 0 

[0 0 3 1] 

~ 5ptC l£> ^ - • - 

MS2 2] 



ffl8E# 2004-3045080 
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^-v*! 40/ 



x^zti&m&w-^ ^hizm.^fix^xi> x^son^ZTF-to 

a^lx^x x v«$ t mmo & otfm^ h ti, %frx & ^ 
r 6 i*em ztix^xbx ^mum^ t tz im& zinx^xi>z. ^mmm^ 

RtXTFZtiz [w.&ztix^xi> a^^tT^mm tltfi, tA^tLt 

rSxtfz*iz> [wmztix^xb x^mmmmj tvx^ tA^tttv^ 
x&£^mmmtLx<D mmz*ix^xi> z^mmmm] twin^^^m^ 

R 6 t LXli, W&ZtiX^Xi> £^s<>i/)Vmt tztem&ZtiX^X i> 

mttxit, mAtfsgLx^xb x^m.^mtmm<7)^(D^m^hfi, %frxi> 

ztix^xi> x^c i - 6 (#I> ^nt 1 ^ ^77° 

nfcf;K T^TK ^f7 7f-JK sec-7^-;K tert--/^^^ i:*) , Ci-67 
[0 0 3 2] 

±IB^; (i) T-a^tL^,^t;o9*>> 5£ 

[ft2 3] 




m§E# 2004-3045080 
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^-v*: 41/ 



m^&m'iztmMmzTF-ro tztzu 3,5-b7>^-N- (2- 

7;Vtn^>y;V) -5- [3- (3 -tert--/ h ^y*;V^^7 5 7 tf 
;v) T ^ / ^ f;P7x-;i/] -7-^Dn-i-it^>f;v-2-t^v-l 
,2,3,5-f >7k Kn-4, 1 -s<>V**W 3 -T-fe h T 5 h\ 3 
,5-b"7>X-N- (2 -7;v^-n^:>v;v) -5- C3- 

1,2,3,5-f h7tKn-4,l W*3MJ"*£ 3 -T-fe h T 5 K> 
3,5-f7>X-N- (2 -^V^n^v^) -5- (3-7^7W 
7^;^f;P7x-;l/) -l-^>^-7-^nn-2-t^y-l, 2,3, 
5-f f7tKn-4, 1 -^^V^^r-9-fe*t°^-3 -7-fe bT5 K, 3, 5-b 
7 ^X-N- (2-7;Vtn^>y;V) -1- (4 -t? — )V*?-)V) - 7 - 
^nn-2-t^7-5- [3- C (tT^V 4 - W ;V) *JV**-;V7^ 

- 1, 2, 3, 5-r- b^li Kn-4, 1 
-3-T-fehT^ b\ 3,5-h9>X-N- (2-7;Vtn^>yV) -5- 

C2- (3 -7 5 y-7°n e;i/t^y) -7jl~;i/) - 7 n n- 1 - 4 
- 2 -t^rV- 1 , 2,3,5-f 1 -'O V^^r^-lf if >- 3 - 

T-bhT5K, 3,5-h^>X-N- (2 -7;V*n^> *J)V) -5- [4- 

(3-7 5y7°nt:>t^y) -2-^ F^y7x-;v) - 

2 -t^rV- 1 , 2, 3, 5 -T- h 9b Kn-4, 1 -^VV** 



& o 



[<b2 4] 
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^-v: 42/ 



[0 0 3 3] 

tzw&2tix^xi> x^c !_ 8 7^^^ sm£*L-cv>-r& x^m&ztix 

G 3 t Itli, miBt^gm^tLT^T^ C 2-6 Ti^V^M Zifi&i t 

r6 tLXte, «&$*vcv*t& x^y^)vmttzim^^x^xi>x^ 

flk y?m%¥) %¥xw&zinx\<*xi>£\<*c i-67;Wi (flk 

, -/nfc^K ^fyyntX 7?-;K >fyyf;K sec-:/?-JK tert 

-7^;i/&£*) . ) Ci_6T;Vn^rv (flU ^h*v, ^h^v, ^^"> 
Ufc2 5] 

R 

jiiasS (i) -c*s f fc£-tr t t ii> it , & 12. 

mmm i - 4 xwkm-zti&ik&m* wm* tv> 0 



£HiE# 2004-3045080 
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^s-v 7 : 43/ 



~4-em^$tt^<k^^ mm* 

[0 0 3 4] 

_tfs^: (i) x-mzti&it&mttzitzvm. c&t, fk^-% (i) tfo-thz. 

£0&KJ:f!Mk£-t/ (I) K^m-f;Mt^> 1-&fr*>imftn::@Hk> itx, SdtK 

5m^*&z LT-fk^t? (i) izmt-r wm.m^£ >)iNfcfrM%t** 

jgcttf^ft (I) K|^k1-Mk^£v^ 0 4k£^ (I) o^nK?7n 
lxT(i> (i) ^T^ifryMt r;v*;Wk^ i ; vBSHkSftfcfl:^ 

#7 (#!x.Jl it^m (I) <^7 5/S^^3-9-/^;Wk> 7 
;uT5 7 #;w-K~;Wk, (5-^^;v- 2 -t*v- l , 3-v^^rV^^-4 
- 4 ;v) h 3=- v i] ;v *r-;WL 7- V ? ^ Kn 7 7~Mk, fc? u y ^;Wk 
, \£rtu4 fr***s*?-ft'4&> t e r t -rf-MfcSft/tf&fr** > 

(I) <?)7fcm*^Tv;H^ r;v*;Mk, u >BWk, ted^kSfrfclk-^tr (tt 
<k#W (I) o^cSfeH^T-fe^Mk, WMkx ^o/v^ft, 

*^#-Mk*^^k**ft^) , **v>ii % 'fk-a-tJ (I) oa/M**^*** 
xxtML T ^ Mk$tt^b^% (Mx.ll (I) <7)*;^'*y;vB s 

;VjJ?x^;V'^-^rvx.^-;VJE.X7 : -Mk> (5-^^;V-2- 
.*3rV— 1, 3-Vt ;i lfV7>-4-^) ^f;vx^r;HI:, y^nA^ y ;i/ 
t^y*;^'x;Vifji/x^rMl:> j*?-;v7 5 Hk$tt^b^«r^) 
tft>*L^,o i*i?>o^lig#»^i:J:oT^ (I) 

<k^% (i) o^n K9^ii> itjiiflrjsi 9 9 o^j mm&<nm% 
Ik&b ( I ) Kmtir2>i><DX"$>ori> £v* 0 

'j7nnat, 3^*», ^w^m> rem. 

ffiIE# 2004-3045080 



#M 2003-114313 



^-v : 44/ 



[0 0 3 5] 

<fc£-% (I) ifc«i*0£t±. ^xtf, W09 8/4 788 2. EP-567 
029, WO9 7/1 0 2 2 4, WO 9 3/1 7 1 2 9 ft 

RFRP^#(±, RF75 KfiHt&^-r&^T^ Vtfffi& 
*K 0!lxJ£, WOO 0/2 9 4 4 l-^^ffim^ttTV^GMSS^Ml-fe-/^ 

-ietoT7T0 2 2 mm^: ix*mztiz>T < ;nw>m*^-r 

mmmt$ti*. RFRP^favMrnzmm-tztm mz.tf, rfrp^ 
m&ft&m. RFRPt^rv^^M^ffl) ti&mir&ftm r 

9! T« ti R F R P ^:##<^^^ & & ffcffi , ^^t^RFRP 5&«# T > * 

$Hi^RFRP^«iiIi«> ni?LS&% (^x.tf. v**. ^;>K 
> nAX -^- n >fx. ■ tyV. Uf) (*bt,-I 

tL7tRFRP^#^^ffl (RFRP»»7V^^H (ftP 
) fflURtt. Ofttt) ^14^ *> ^ RFRP 0Q%0§& % li R F R P 



ttifE#2 004-3045080 
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^-v : 45/ 



o 

jflL^> TiHfcJ&Jffi^ f«I> fl£J*#, ^>v^> aafe*H£Jlk ^u^* 

^SEj£, 'TV^t-v** fcUH^ ?LHii^ *^IB^, ^rT'J • 

7n>^;v (Chiari-Frommel) Tfrzf yy-Tfr • JjAt 4 n (Argonz- 

del Castilo) SISSS^ • Tfr-fU Y (Forbes-Albright) mMU, 

smc, *5tw<DRFRF^immmmu*. mutf, mm&, mmmmm 
$mc, *%w<DRFRP^immmmMte, m^^^y^nm^u m 

mt%m^t'<D^m • x&mMtLxmmx&Zo 

*%m<Dik&® (i) *±.m&mBJzmmir&m~te, ^hmB^m^m^ 
h n & mm * tz \* t m^wm -r&zt tmmx & & 0 

smc. (i) *±m&mB.Kmm-rz>m~. ^m.m(m: 

t*tm.fr&t>*tx, ®rmm&tLxmm'tz>ztt>-nsmx$>2>o 

[0 0 3 6] 
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^-v: 46/ 



-f^PM (V7h* 7"-b;v^J, t ^ n * y-fe;v#J£^tr) . *>n y -7m %M 

«l a-xak Ami. mm&mfbfrZo tit. mm*mm m. mm^m.^ 

a*> S^^tt2*v^l8 5ll%> SfiL<ii5*v^L7 OS 
[0 0 3 7] 

*fflv»fe*t*jwEfitt, tt^w, mmnk mm> -traau wmmmu mmim 
m*. mmu mom. *mre*«**T»ai-* * 

[0 0 3 8] 

m&M<Dm t LT(i> 5 fc-v* b 1 Ol^f^/^^ 1 ) $U 1 0^L2 Oil 
^y^W;vn-^t, T^tttV'JfAft, $n;-tei;>%&**fe»f&*L* 
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^-v : • 47/ 



wmm®.n<vm tuii> 9 * »; ^Wk-f- h; ^ a , # y v b 8 0 , v 

8 OfW^ti^o 

»«^if^i5v»-caijffflv^fL&3i^fe#j, $&m. ^5E#J> ¥6 

[0 0 3 9] 

meokg) iHSi)«iftt» (*nw«)^^ft (i) ) £lt$ji& 

v>L 1 0 0 0mg> 0i L< ii&j3 ^13 0 Omg, S?)i:ffll<ttiftl 0£v> 
L2 0 0mgT&l9. £*Lfc* 1 @2*:li2 ftv»b 3 @^»t-Clft#i-*i fc**^ 

Mx.i?Mi^fi:tt, lt#tlkg*fc»)»0. 
0 O Omg; IftZLiltmo. 01~^5 0mg> X l)£P£ t < l±m0 

. 0 1 ~~m 2 0 m g fcMftftJtfc i g4t^W^TOt^S 0 ££*$>J tLX 

wu &t&#j-#k «5^ait#J> jSfli&araflfc*' 

ffilE#2 004-3045080 
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o ^*a*f»j»ia#^aio^ ir%t>%^ mmmt&m (i) 

;u (^iJ£(f-7 0 nt: 0 i/>^'; =z-;k #U n-;v) , 

?!&14^J («x.Jf#y V^-b 8 0, HCO-50) ^iftffflUiiv^ i 

v;K ^>y>7^3-^^^MU^)J:v^ at®#J (Will V > 

[0 0 4 0] 

£*vrv>*uf J:v>„ iOiHt4IlfcUli, Wilt (1) 

«ion-«:^«»-coRii^s:#, (3) *&w<Dib&m (D t#ffl«J£&su 

(4) ^SHHOft-frW (I) fc#ffl*«4:*BU'<r»wWyfl:UT#e>*L*2«Otl 

»o***ifi:#iK»'Cowi^«:^ (5) *»floft#«i (i) fc#ffl»iJ££ 



ttiSE# 2004-3045080 
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^-v : 49/ 



m (i) lfigs&Kttu #ffl^j^o. oi^Liooii»>tLiav> 

o 

[0 0 4 1] 

igo^H Z&M. L & ^fgffl-r:*^ £ *tX i> X ^ 0 

mmmoij^A^wrY^^y^-izmf^mmitTLC (Thin L 
ayer Chromatography, ii^n7b^77<-) K J: ^f^T^T & t>ti?z 0 
TLCII^tCisv^TJi. tLX*)\s? (Merck) tttO6 0F2 

fco #7Affi~>ij #y;Wi|s|£< ^;i-^1±^<7)^r->b*;vy;v6 0 (7 0^v>L2 
3 0^r>a) J/;[^-b*;W6 0 (2 3 0ftv>L4 0 0^y>a) £ffiv> 

'JT^Gemini 2 0 01, T ^Mercury 3 0 0 W.t tz\t^)V v f! D P X- 3 
0 0lx^^hn^-^-ti^U it^y Y*amx\ *v7V>tr%&t: 
HzT?7FL7to I R*^* MWi^itFT I R-8 2 0 01^^^ hn^-^-t 

o 

*£«»:***fBlr LC-lOAvp^X-rA (#|Sfc Sfcll7yw/Hl 
*7A: CAPSEL PAK C18UG120 S-3 ,um, 2.0 X 50mm 

»:Ai&; 0.1% h'j7;i/tnS|? ^Pr*> 

b?£ ; o. i% - h y jvt vmfc - v ^ b v )v 

^vVJ^>Y^-^^)V: (Am : 0.0053* (Ai£/B$£=90/10) , 2.0053* (A?£/B 
$=5/95) , 2.7553* (A$/B?£=5/95) , 2.7653* (A$i/B$i= 90/10) , 3.4553* (A 



ffiIE# 2004-3045080 
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: 50/ 



$/Bi£=90/10) , ttzii (B&) : 0.0055- (A«/Bi£= 90/10) , 4.0055- (A&/B 
^=5/95) , 5.5055- (A?fc/BTl£=5/95) , 5.5153- (Ai£/B?£= 90/10) , 8.0055" (A 
$/B?£=90/10) 

I 10 pi L stiil : 0.5 ml/min, ^ffi& : UV 220nm 

[0 0 4 2] 

^ifeW^v^T, (MS) (iJ^TO^fftU *)$J5eL*: 

o 

*-X*± ZMD, i^tiB^mT-^^tt JMS-AX505W 

■i : ^^HHfr^ 3* >it& (Atmospheric Pressure Chemical Ionizati 

on: APCI) > «-?-®^-f * (Electron Spray Ionization : ESI) > 

ttzl*MMm=Fffi$Z'(*> y lk& (Fast Atom Bombardment : FAB) 

1) ^JRH P L C«S : ^ V '^-f ^^--/y hiSv^fA 

: YMC Combiprep 0DS-A S-5 // m, 50 X 20 mm 

»8l:Aifc; 0.1% yvyfri-vim 

B&; o.i% fV7;vtnfti ^rr-fe h- h V ;w 

Y4M?)V: 0.0055- (A$/Bm= 90/10) , 1.2055- (Ai£/Bifc= 90/10) 
, 4.7553- (Aij£/B$=0/100) , 7.3055- (Ai£/Bfj£= 0/100) , 7.4055- (Ai£/Bi&=9 
0/10) , 7.5055- (A&/B$=90/10) 
tfiLil : 25 ml/min. ^ffl^ : UV 220nm 

2 ) #J±53-$LC$ISI : * V x y * **±^ -f ^ "X y > igv^fA (purif 8) 

*^a: w#HsS£rtt hi-flash™ column (v 1 ; : 40/*m, 60AK 26 x 

100 mm$fcf±20 x 65 mm 
: 20 ml/53* 

Btffiifc":UV' 254hm tl^S^^wT ( ) ftfc^L-^*14#*#0#*ift 
Z>o ttzmWLK&W2>%temWLl 0 Oml^Og^^-fe-To 
[0 0 4 3] 
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^-y I 51/ 



s 


: y>^l/7 h (singlet) 


d 


I h (doublet) 


t 


I YVfVvY (triplet) 


q 


*. ^ *7 ;Vf *y h (quartet) 


dd 


: 9"Xfr9"XVv h (double doublet) 


m 


: -7;V^-7"W h (multiplet) 


br 


: -/o— K (broad) 


brs 


: T'n— K y>^V7l« (broad singlet) 


J 


: ft vfV >V&k (coupling constant) 


CDCI3 




DMS0-d6 




1H-NMR 




WSC 




THF 




DMF 




DM SO : v * is F 





MRFRP^ffr (OT7T0 2 2) ©7 5y»^to 
CS5^J## : 2 3 

[0 0 4 4] 

##$J 1 

3 - t Ko^y- 2 - ^ h^y^yXTJVf t K 
2> 3 Vu XT fi>TK. F (2 0. 0 g) (Oy>f^;^#"> 

f (8 0m 1 ) mm^m^ t v ^ ^ (5. 7 9 g ) *unAmarc »wa^ - - 
t tzo ^ vit* ( 9 • 0 m 1 ) ***n u ifl-c $ & ic 2 0 r# 

H«#Lfco ^^fc^S^***^*"*- (1000ml) t7X(500m 

ffiiE# 2004-3045080 



#12 0 0 3- 1 1 4 3 1 3 's-v . 

1) tfflELfc, TKJSfcSfcfcB*^* (1 0 0 0ml) T*«tBL, 

(11- 5g) **»fe<S*fcLT» 

/Co 

1 H — NMR (CDC 1 3 ) S : 3. 98 (3H, s), 5. 86 (1H, s) 
7. 12-7. 40 (3H, m) , 10. 27 (1H, s) . 
[0 0 4 5] 

###U2 

3 _^>v*;V**v-2-^ h + ^^Tm K 
##W1-C»fcft#« (11. 4g) J:*** 1 ;** (2 2. 8g) , 3*flS 
(2. 4 9 g) ODMF (130ml) ^^^>fb^>v^ (9.8m 

ET*»U (1 5 0 0ml) ^7jt (1 5 0 0ml) t^l 

/Co IMDAO*-C«^*»«- **W*^^'>^A-C|g»U * 

e;vi~7=-;v^^^-9->^ffl^T^ H H B <ktT^M<k^ (13. 7 g) «r^Stfe 

1 H — NMR (CDC 1 3 ) * I 4. 03 (3H, s), 5. 16 (2H, s) 
7. 0 9-7. 4 7 (8H, m) , 10. 45 (1H, d, J = 0. 66Hz 

) • 

[0 0 4 6] 

###3 3 

N - (4-^n7x^v) -2, 

4_*nnr-y> (i.o. og) th'jif^rr/ (16. 4m 1) 

-bh-hi;;v (8 0ml) »:>M^'f^ (14. 5ml) =Sr^Tt? 
*«ET«tU (1 5 0 0ml) fc* (1 5 0 0ml) "C*^ 
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teJcW^^tfA-CiefcU «BET«iffiLfco ^«:yiW-f 
;i/fc^**:'£ffiv>T*N&ftLTMffc^ (15. 0 g) fcfflfeiBhiifc 

1 H-NMR (CDC 1 3 ) S I 1. 31 (9H, s), 7. 26-7. 50 ( 
4H, m) . 

[0 0 4 7] 
##0!)4 

N- |2- [ (3-^->Wv-2-n^fy7x-;V) KhW^f^ 
] -4-^nn7x-;H -2, 2-^f^ne*>7 5K 
##0fl 3 -C&fzit&W (11. 5 g) (Of>7liKn77> (12 0ml) m 

« (72ml) *«>o< 0*TU/io 50&iaPift«rM4' , C#aL-C2. 5H#W8fc 

#Lfc 0 -e-^RJSm^*. o*Ci-c^u ##^J2-e#^tt7 t c<k'a- 

% (14. 5g) <7)f f7tK077/ (50ml) »S*jtTLfc. *OKJS& 
g£$;c^;l/ (1 0 0 0ml) "C 2 ElJftffi Lfc c MUl 5r^t>^rr^^7K^ 

tMHfrfr* (19. 3g) *fcfe*&atLT»fco 

1 H-NMR (CDC 1 3) * : 1. 12 (9H, s), 3. 93 (3H, s) 
, 4. 29 (1H, d, J=4. 5Hz) , 5. 14 (2H, d, J = l. 4H 
z) , 5. 99 (1H, d, J=4. 5Hz) , 6. 52 ( 1 H, dd, J = 7 
. 1, 1. 9Hz) , 6. 9 4-7. 0 2 (3H, m) , 7. 2 8-7. 4 7 ( 
6H, m) , 8. 17 (1H, d, J = 8. 7Hz), 9. 20 (1H, bs) 

• 

[0 0 4 8] 

' ##®I 5 

(2-TU-5-^nn7x-;i/) - ( 3 -^V^t>*>- 2 - * h ^ y7 

x— ;v) > 9 j—fr 
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^->>: 54/ 



^mA-Qmzit&m (20. 0 g ) ff)fh7tKo77> (5 om 1 ) mm. 

K9Mfcffim (3 3. 2ml) itQx., 5^^MML/c 0 RJSM«:Mt 
^ 4m^7K^k^-> i ;^A7Kv#?^ (9 0ml) ^r^o < l9Jnx.Tm*14^t L 
£0 #"btt7tRJE^%^^^L. Sl*^* (1 0 0 0ml) T^m^ii} 

^Mfb^ (11.. 5g) tifei B B B i:U^;o 

1 H-NMR (CDC 1 3) d : 3. 12 (1H, d, J = 5. 3Hz), 3. 
87 (3H, s), 4. 21 (2H, b. s), 5. 13 (2H, s), 6. 03 
(1H, d, J = 5. 2Hz) , 6. 59 (1H, d, J = 8. 3Hz) , 6. 
86-7. 10 (5H, m) , 7. 3 2 -7. 4 7 (5H, m) . 
[0 0 4 9] 

(3-^>^t^y-2-^ f^y7i-^) - [5 nn- 2 - (2, 2 

#fi5t#mtl (9. 5 g) tt:A>r^fl:F (2. 3 5 g) > ff& 
(4. 1ml) <7)^ 9 J-fr (8 0ml) ili:v7/ b V t Knti^BW b U 
*A (2. 2 6g) £*&&DU M-e2«FW«#t7to 5 

1000ml) £tK (1000ml) TM3*U h U * 

(10. 2 g) «T*rtMfifttbT#feo 

1 H-NMR (CDC 1 3 ) d I 0. 93 (9H, s), 2. 83 (2H, d, 
J =4. 5 Hz) , 3. 21 (1H, d, J = 5. 5Hz), 3. 87 (3H, 
s) , 4. 7 7-4. 9 2 (1 H, br) , 5. 13 (2H, s) , 5. 99 ( 
1H, d, J = 5. 1 Hz) ,6. 5 7 (1 H, d, J = 8. 7 Hz) , 6. 7 
8-7. 16 (5H, m) , 7. 3 0-7. 4 9 (5H, m) . 
[0 0 5 0] 
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[3, 5-h^>*-5- (3-^^y>t^fy-2-n^fy7x^) -7 
-^nn-l- (2, 2-v^^-;V7 p otf;v) -2-**V-l, 2, 3, 5- 

(1) 3- [ |2- [ (3-^>y>t^v-2-n^y7i-Jl') Kn* 

-4-^on7x-;v| - (2, 2-y^Wne;v) -tj;wn^6 

##«6f^ft#« (10. Og) fcRBteK*^hV^A (5. 3 5g) O 
y'^nn^^ (2 0 0ml) JK?»ifcfc % (E) -4-^nn-4-t*V-2 
(4. 2 5 g) Oy^no^V (3 0ml) jftjfcfcarFLfc 

LtZo mZtW&tx-*-*' (1000ml) t* (1 0 0 0ml)' "C^SU WBk 
$^'>'J*y;v^aYh^ 7 7>f-ti»SUiIM (12. 2 g) 

(2) [3, 5->7>X-5- (3-^>y>t^fy-2-^h^y7x-^ 
) -7-^nD-l- (2, 2-y^f;l'7'Dt» -2-*"*V-l, 2, 3 

#t^J70 (1) (12. lg) (3. 5 4g) 

(14 0ml) lit^lfitl 9^K«#t^^ #e>*tfcRj& 
«^«r«ffiT«*SL3feo »$*»at^^ (1000ml) fc?K (1000m 
1) -Cfl-RU *«W*«PfnAO*-C*iSMfe, &*^^*->*A"T?*S*U 

io. 7 g) zm&mghtLxnfzo 

iH-NMR (CDC 1 3) 8 10. 94 (9H, s) , 1. 24 (3H, t, 
J = 7. 1 H z ) ,2.77 (1 H, -d-d-, J = l 6. 5, 6. 0Hz) , 3. 
03 (1H, dd, J = 16. 4, 7. 7Hz) , 3. 37 (1H, d, J = l 
3. 9Hz) , 3. 66 (3H, s) , 4. 0 4-4. 2 2 (2H, m) , 4. 
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39 (1H, dd, J = 7. 6, 6. 0Hz), 4. 51 (1H, d, J = 13 
. 9Hz) , 5. 13 (2H, s) , 6. 28 (1H, s) , 6. 63 (1H, 
d, J = l. 7Hz) , 6. 9 9-7. 4 9 (1 0H, m) . 
[0 0 5 1] 
8 

[3, 5-b7>*-5- (3-^VvWy-2-^ >^rv7i-;V) -7 
-^nn-l- (2, 2-^^fJV/nt» -2-**V-l, 2, 3, 5- 
r h7tKn-4, 1 >- 3 ->f ;v] ft& 

&%m7"&&ti:ik&to (10. 6 g) Ox^;-^/rf7tKn77> (1 
2 5m 1/1 5 Om 1) fcifcfc m£*^t?- > U * (4 5ml) 
x.. 60W45MUo aEL^t^ttlt^i (80ml) £2)D 
x_T*ftlU »?>*t/ift^**«ETife»Lfco »*«r*»^^ (1 0 0 0m 

1 ) (1 0 0 0ml) -C^RU ^r«IBS:<S»itffl*t?t5fe^. $StR»^ 

v*T*tJMtLT*Bft£fc (9. 4g) £3&feg H H H £ tT#£ 0 
iH-NMR (CDC 1 3 ) 8 I 0. 95 (9H, s), 2. 84 (1H, dd 
, J = 16. 4, 5. 4Hz), 3. 07 (1H, d d, J = 16. 4, 7. 5 
Hz) , 3. 38 (1H, d, J = 13. 8Hz) , 3. 66 (3.H, s) , 4 
. 34 (1H, dd, J = 7. 4, 5. 4Hz) , 4. 52 (1H, d, J = l 
3. 9Hz) , 5. 13 (2H, s), 6. 27 (1H, s), 6. 65 (1H 
, d, J = 2. OHz) , 7. 0 0-7. 4 9 (1 0H, m) . 

[0 0 5 2] 
##0!)9 

2 - [3, 5-f7>X-5- (3-^W^v'-2-n^'>7x-^ 
-7-^nn-l- (2, 2 -V* f;V7*n \£)V) -2-**V-l, 2, 3, 
5-rb9tKn-4, 1 V**iH? 3 ->f -N- (2-7;v 

##W8tW^I (9. 3 g) fcHOB t (2. 8 0 g) , WSC (3. 
98g) <7>DMF (1 50ml) 2-7/l/*n^^75> (2. 6 
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Og) ODMF (3 0ml) mOliUax.. ^i&-C2. 5BfTO#L*:^ Kfcm 
^^^ffiT^LTto ^fcH**-^ (1 0 0 0ml) (1 0 0 0ml) 

t^*V>*m^X&&ttLXmmit&%!} (10. 7g) &&feli!iiP H £LT#*: 

o 

1 H-NMR (CDC 1 3 ) a : 0. 93 (9H, s) , 2. 69 (1H, dd 
, J = 14. 3, 6. 1Hz) , 2. 87 (1H, dd, J = 14. 3, 6. 9 
Hz) , 3. 35 (1H, d, J = 13. 8Hz) , 3. 65 (3H, s) , 4 
. 10-4. 52 (4H, m) , 5. 13 (2H, s) , 6. 26 (1H, s) 
, 6. 30 (1H, b r) , 6. 62 (1H, d, J = 2. 2Hz), 6. 99 
-7. 4 9 (1 4H, m) . 

[0 0 5 3] 
##®J1 0 

2- [3, 5-h7>^-7-^nn-5- (3-bKn^y-2-^ Kv7 
-l - (2, 2-V^^-)Vfu\£)V) -2-**V-l, 2, 3, 5- 
t>7tKo-4, 1 -^'/'/t^t^ 3 -N- (2-7;v*n 

9 -et#^fc£-% (9. 3 g) 1 1 oro^^y^A^ (1. Og) Oft 

m^f-;v (2 0 0ml) ^^^5^^ (10ml) fc&inU 7KH#*# 
METiiM tJto 55$ fcf&Bfe^rt' (1 0 0 0ml) (1 0 0 0ml) X*fr 

eu ^e*^^7Kt?«fe^-^ *6*«BtT^^^^A"e(e«fcu «et^ 

. 8 g) ^6M*tfCHfeo 

1 H-NMR (CDC 1 3) <*:0. 94 (9H, s) , 2. 69 (1H, dd 

, J = l 4. 4, 6. 1Hz) , 2. 8 7 (1H, dd, J = 14. 4, 6. 8 

Hz) , 3. 37 (1H, d, J = 13. 9Hz) , 3. 58 (3H, s) , 4 

. 3 9-4. 5 2 (4H, m) , 5. 51 (1H, s) , 6. 23 (1H, s) 
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, 6. 29 (1H, b r) , 6. 62 (1H, d, J = 2. 2 Hz) , 6. 96 
-7. 4 1 (9H, m) . 

[0 0 5 4] 

1 1 

3 -yn^yn fc?;V:&;w^ vWl t e r t-rwxfJV 

3-"/n^n^75 S'JUfeJt*** (3. 0 g) fcfltBW-H^A (2. 
1 8 g) ^tK/t" >7t Kn77> (15ml/15 ml) JRffliSfc, ZLwlWl 
v?(tert-^fiV) (3. 1 4 g) h 9 Kn 7 9 > ( 1 0 m 1 ) WtiL 

(500ml) (5 0 0ml) t*BU, 1 &5e&M> 

a«l, m.s.rmmLxmmit^m (3. 3 g ) ^iM^tLt#^ 0 

1 H-NMR (CDC 1 3 ) 8 11. 44 (9H, s), 2. 05 (2H, tt 
, J = 6. 5, 6. 5Hz) , 3. 28 (2H, d t , J=6. 4, 6. 4Hz 
) , 3. 44 (2H, t, J = 6. 5Hz) , 4. 66 (1H, bs) . 

[0 0 5 5] 

1 2 

WO 98/4788 2 ffifc^&Kt&V^ J^T^A-XOM^f^ 
A: WO 98/47882 MMM 4 1 fatt<Z>4b£-!|& 

3, 5-h7>^-N- (2-7;v^n^^>f;v) -5- (3-^>y>7?y 
^f;V7i-JV) -7-^DD-l-^t^W-2-t^V-l, 2, 3, 
5-Tf7t KD-4, l-^>7tWt!>-3-7-fe>7< K • 
B: WO 98/47882 4 2 iBf^fc^ 

3, 5-h^>X-N- (2-7;V^-n^>^;V) 

2 5 - [3- (tf^U 1 -^flO ^f^7x-;i/] -1 

, 2, 3, 5-tf?KKn-4, l-^>-V^^-9-t'bf>-3-T-b>T5 K 
• . - - 
C : WO 9 8 / 4 7 8 8 2 Hifetfll 4 3 |B*0<k^ 

3, 5-h7>X-N- (2 -VJU*w*yVfr) -7-*on-5- (3-;* 

ttllE#2 004-3045080 
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f;I/7^^f;V7x-;V) - 1 2 -t^V- 1 , 2, 3, 5 

D:W09 8/4 7 8 8 2 Hifefl) 4 4 ?B««tf 

3, 5- h"7>^-N- (2-"7;v^-n^>v;v) -7-^nn-5- (3-V 
^W^^f^7x-;v) - l -^ir^-yf-^- 2 -**v- 1, 2, 3, 
5_^l^fc Kn-4, 1 ^ V** ^-tf t? >- 3 -T-fehT 5 K • MBM. 
E!W09 8/4 7 8 8 2 &%00 8 0 tm<Vik&M 

3, 5-h7>*-N- (2-"7;v^n^>v;V) -5- (3-75/7x^ 
) -7-^nn-l-^t^ , /f;V-2-t^V-l, 2, 3, 5-tf7t K 

F : WO 98/47882 HHtfffl 8 3 fSm?Mfc^t7 

3, 5-h7>^-N- (2-7;v^n^V>?;v) -5- [3- (2-T^/^ 
^;v>) -7-^nn-l-^>f/i'-2-W-l, 2, 3, 

5-7f7t Kn-4, l-^>V**-9-*rt?>- 3-7^1*73 K • 
GI WO 98/47882 ggjfetil 8 5 IBfWMt^ 

3, 5-f7>^-N- (2-7;v^n^vi^;v) -5- [4 - (2-75 ^.x. 

-7i-;vD -l- (4-if7i-iMf;v) -7-?nn-2-t^v- 
1, 2, 3, 5-f f7tKn-4, 1 V**-9-tf tf^- 3 -T-tr > 7 5 

k • mmM 

H ! WO 9 8/4 7 8 8 2 ^j&fetfU 9 3|Bm^^ 

3> 5 _ h ^ >X -N- (2-yfr*Us<>i?)V) -5- C3- C 

n _2-**y-i, 2, 3, 5-rf7tKn-4, 
-3-T-t h75 K -mm^ 

I :W09 8/4 7 8 8 2 mMM 12 3 fB^^t^ 

3, 5-f7>^-N- (2 --7;V^-n^>v;v) - 5- C3 - (3-tert 
- _ y y ^ ~> # ;v jjf - ;i> 7 ?7 y n tf ;l/> T5 y ^ f^7x - ;v) -T—9 n o — 
l-^t^>f^-2-t^rV-l, 2, 3, 5-f b7liKn-4, 1 
V^^-tftfV-3 -7-fe V75 K 
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J : WO 9 8/4 7 8 8 2 1 2 4!B*W>'ffr£«J 

3, 5- h ^>X-N- (2-7;v*n^>v;V) -5- (3- (3-7577* 

-1, 2, 3, 5-rf7tKn-4, l-^>y*tWt'>-3-7^r>7 
5 K • 

K : WO 9 8/4 7 8 8 2H«!| 1 2 5IBm^fc^ 
3, 5->7>X-N- (2 --7;l/^-n^>v^) -5- 
75^Wx-;v) -i-^>v>-7-^nn-2-t^V-l, 2, 3 
5-x b^K Kn-4, l-^>V*^r-9-fe*tf>-3-T-fehT5 K • tttttt 
L :W09 8/4 7 8 8 2 12 6 fEfc^Mt^tf 

3, 5->7>X-N- (2 -7;v*n^>>?;v) -1- (4-e7x-Wf 
;V ) -7-^nn-2-t^7-5 - [3 - C (fci'^U ^ >- 4 -4 ;>) 
^;V7 5 / 7i^;v] - 1 , 2, 3, 5-f h7tKn-4, 1 

v**3r^-t*t:>- 3-7-bf75 K • 
M : WO 9 8/4 7 8 8 2 1 2 715^^^ 

3, 5->9>X-N- (2-7Wn^>y;V) -5- C2- (3-75 7-7° 
DlfHJfy) 7*~;i0 -7-^Dn-l-^fV7*fA'-2-*^7-l, 2 
3> 5 - T yjt Kn-4, 1 Wtf > - 3 - 7-fe b 75 K • i 

m& 

N : WO 9 8/4 7 8 8 2HM#I 1 2 8121^11^% 

3, 5-h7^-N- {2-y)V^rU^yV)V) -5- [4- (3-7577° 
ntf;i/^-^v) -2-n^fv7xx;i/] -7-^nn-i-^^7f^-2 
2, 3, l-s<>*/**W\£>-3- 

7-tf75 k -mm^ 

.0 : WO 9 8 /4 7 8 8 2 £jfife0fl 13 3 15^^^^ 

3> 5-b^>*-N- (2-7;V*n^>v;V) -7-;nn-i- (3, 3 
-y^f^T'fA') - 2 -t^V- 5 — ( 3 - K 'WT 5 7 ^f-;V7x-;V) 
-1, 2, 3, 5--rh^KKn-4, 1 -^W^^r^-lf \£>- 3 -T* h 7 
5 V 
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PI WO 98/47882 Hffltil 1 4 6 ISm^'fb^ 

3, 5-h7 N /X-N- (2-7/U*n^s>^) -5- [4- [ (l-T^y 
-i-^^V) 7x-JU] -1- (4-if7x-;v^f;i/) 

n _ 2 -**y-l, 2, 3, 5-fh7kKn-4, 1 -^^/fr^MMflf > 

— 3— T-t K-jUKttL 

Q: WO 98/47882 1 5 2 SBtt<*Mfc#» 

3, 5-h7>X-N- {2-~7)V*V<yV)V) -5- [2- (2-T5yx 
?.x~;i/) -1- (4-if7i-;v^f;v) -7-^nn-2-t^r7- 
1, 2, 3, 5-tf7tFn-4, 1 V V^^MHffcf 3 -T* h T 5 
K 

R:W09 8/4 7 8 8 2 HJ&#!! 2 1 4 IB|fctf>fb-&4& 

(3, 5-b7>X) -N- (2-7;v^n^>v;V) -5- 
)V7x-;V) -7-^nn-2, 3, 4, 5-f h7t Kn-2-t^rV-lH 

- 1, 4 -^^VvT^ftfV- 3 -T-t f75 K • 2J^^^ 
S : WO 9 8/4 7 8 8 2 ggjftftl 2 1 6 fBlftOft^ 

(3, 5-h?>A) -N- (2 -7;v^-n^>^;v) -5- (3-75/>f 
;l/7i^;V) -1- (4-e7x-JMfJV) - 7 HD- 2 , 3, 4, 5- 
f>7tKn-2-t^y-lH-l, 4-^>yy7-fe*t 1 >'-3-7-b bT5 

T: WO 98/47882 %Mm 2 1 8 IfifcOft-frto 
(3, 5-h^>*) -N- (2-"7;v^n^^v;i/) -5- 
;V7x-;l/) -1- (4-if7x-^^f;v) - 7-;on-4-^f^- 2 , 
3, 4, 5-^h?fcKn-2-**V-lH-l, 4-^^/V7^>-3 
-7-tb75 K • 2^mm 

U I WO 9 8/4 7 8 8 2 ^Jfe^fl 2 2 0 BB1R<Ofl;#*|& 

3> 5-]>9^-N- (2 -?;V*n^>v;l/) -5- (3-T^/^^;V7 
zijv) - 1 - (4 7 isrn/Xf-^) 7 - ?nn- 2 -t^V- 1 , 2 , 
3> 5 _ f ^tKn-4, 1 -^y'/f 7^lf>- 3 — T-fc >7^ K • :K&IS£^iL 
V*. WO 98/47882 mMW 2 2 2 fBffcflMfc^ 
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3, 5 - h ^ — (2 -7^tO^^) -5- (3-75/^^7 
-l- (4-tf7^^;i/^^-;v) -7-^on-i, 2, 3, 5-f f 
7tKD-2-t + V-4, 1 -^5>*/f 7* - 3 - T-t h 7 5 KS-t^ 

v k • umm. 

W I WO 9 8/4 7 8 8 2^I»J2 2 4fB^tf>flS^ 

3, 5-h9>^-N- (2-7;V^-n^i>v;V) -5- (3-757^^7 
x.=.)V) -1- (4-t*7x^jV^f;V) -7-^no-l, 2, 3, 5-f b 
7tKD-2-t^7-4, 1 -^>V?-T-tffc?>-3-T-fe hT * KS-yt 

X I WO 9 8/4 7 8 8 2H»J2 3 4 |BfWMt#<l& 
3, 5->7>^-N- (2 -7)Vjrw<-yi?)V) -5- 
2 _^f^y7x-;i,) -i- (4-fcf7i-;i^^;i/) -7-^on-2-t 
*V-1, 2, 3, Kn-4, 1 3 -7-t 

hT^ K • iMM^ 
[0 0 5 6] 
3l»!)l 

[3- (3-13, 5->7VX-7-?nn-l - (2, 
;V ) _3- [ {2-y )V^-u^<^ -J )Vij)V;^-i )V) *?-)i<] - 2 -t^f7- 1 
, 2, 3, 5-rh7tKn-4, 1 V^/***tJ£ H° 5 — f /H -2- 
^y7x;^rv) ^ntf;V] *;WU>^ t e r t -T'f^fA' 

Otifd^ (0. 9 1 g) V* A (0. 3 4 g) ODM 

F (20ml) J^fe. ##fijl l-eWzit&m (0. 4 7 g) ODMF (5 

mi) m%L*Mz-> 9 ox;^2mmmwLtzo nb*itzfr&m.&m*ffif±Tim 

U fcftBkx.^-A' (1000ml) (1 0 0 0ml) t7>El^ 0 ^18 

^^V^^^nvf^?^-^!^!^ (0. 9 4 g) 

1 H-NMR (CDC 1 3) 510. 94 (9H, s), 1. 42 (9H, s) 
, 2. 02 (2H, m) , 2. 69 (1H, d d, J = 14. 3, 6. 1Hz) 
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, 2. 86 (1H, dd, J = 14. 3, 6. 9Hz), 3. 28-3. 41 ( 
2H, m) , 3. 35 (1H, d, J = 13. 7Hz) , 3. 62 (3H, s) 
, 4. 08 (2H, t, J = 6. 0Hz) , 4. 3 5-4. 6 0 (4H, m) , 
4. 85 (1H, br), 6. 25 (1H, s) , 6. 29 (1H, br), 6 
. 60 (1H, d, J=2. 2Hz) , 6. 9 4-7. 3 8 (9H, m) . 
[0 0 5 7] 

2 _ [3, 5 _ h ^>x-5- [3- (3-7<y/n^y) -2-^h^v 
7i-^] -7-^DD-l - (2, 2 -v ? pt^;l/7 P Otf;V) 
, 2, 3, 5--T >7tFn-4, 1 -^>V^^r-^-tfe>-3 -^f;V] -N- 
(2-7;Vtn^>y» 74rf7U' 

^Jlt'H^t (0. 9 4g) (DW$k^^ (4ml) 4SI.5E 

mmwL*m&TmmL, ^$^x^y-;n:^u mm^^t^-^^^m 

&X!kJguL1zmm<to*?>'$LLX&m{t&m (O. 7 7g) £&fe$fcfci:LT#*: 

o 

1 H-NMR (C D 3 O D) 510. 95 (9H, s), 2.18 (2 H, m) 
, 2. 75 (2H, d, J = 6. 7Hz) , 3. 17 (2H, m) , 3. 52- 
3. 64 (1H, m) , 3. 61 (3H, s) , 4. 20 (2H, t, J = 5. 
8Hz) , 4. 3 5-4. 5 0 (4H, m) , 6. 23 (1H, s) , 6. 49 
(1H, d, J = 2. 4Hz) , 7. 0 2 -7. 6 3 (9H, m) . 
[0 0 5 8] 
HWU3 

2- (3, 5-h7>X-7-^nn-l - (2, 2 - 9 J**f-fr"fu \£)V) -5 
_ j 2 _^>ifv-3- [3- (3-7^-^7"nt?;VT^y) 7n#*->] 7 
^~;V} -2-**V-l, 2, 3, 5-f >7t Kn-4, 1 -^yV**^- 
jg My- 3 _ ;v) -N - ( 2 ^VV^ n^?> v;i/> T-b hT^ K 

2 -e#fc4fc£* (3 0 0mg) fc3-7x^7'n;r/7JV7 , liK (6 
6mg) <D*?y-)V (5ml) «:y7/ h V 'fc Kn(i dflft?- h V 7 A (3 
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5m g ) *mmu ^<D^^^M^3mmmwLfz 0 %bfitzEJBm.&®* 

TtcC^flt. WWLZ-^-K' (10 0 ml) -ettffiL/io ^^Jf &&M-kMfox~$G 

^Yyyyj-^mmLxm&mvt® (ii9m g ) *%tz 0 %h^tzmma ( 

119mg) Z&M^fr (2ml) fctofrU f <^^It: 4 itWi^ 
^frmWl (0. 1ml) ^JP^^-e2Bf^m#L^o ^*T-£Rj£iti££^ff 
TatfciU a$^r^ j: -^^^ J1 -7- ;v ^ffl v>T *S^^ L " c ^^ l: ^ (113 
mg) ^fi£fe^ B H B i:L-C#7to 

1 H-NMR (C D 3 OD) 5:0. 93 (9H, s), 1. 98 (2H, m) 
, 2. 20 (2H, m) , 2. 70 (2H, t, J = 7. 7Hz) , 2. 75 ( 
2H , d, J = 6. 7Hz) , 3. 0 2-3. 0 6 (2H, m) , 3. 23 (2 
H, m) , 3. 54 (1H, m) , 3. 59 (3H, s) , 4. 20 (2H, t 
, J = 5. 7Hz) , 4. 3 4-4. 5 0 (4H, m) , 6. 23 (1H, s) 
, 6. 49 (1H, d, J = 2. 5Hz), 7. 02-7. 61 ( 1 4 H, m) 

• 

[0 0 5 9] 

H«!14 

2 _ j 3> 5-f7>X-7-^nn-l- (2, 2 - *J * f-)Vfu t? ;V) -5 
_ [ 2 -^>^v-3- (3- (^>^;VT^/) 7°n^^rv) 7x^)V] -2 
.^y-i, 2 , 3, 5-rf7tKn-4, 1 -^>-/**-9-tffc: 0 >- 3 - 
_ N _ (2-7;vtn^y^v) 7-t>T5K JSti^. 
*»J2-e#^b^%^^ s f^^T;vT't K&ffiv>-C, «^3 i:|WJ#0^^ 
J:i)^m<b^ (2 5mg) ^r^^BltLT^fCo 

1 H-NMR (C D 3 OD) d : 0. 92 (3H, t, J = 7. 0Hz) , 0. 
95 (9H, s) , 1. 30-1. 41 (4H, m) , 1. 67 (2H, m) , 
2. 21 (2H, m) , 2. 75 (2H, d, J=6. 7Hz) , 2. 98-3 
. 0 4 (2H, m) , 3. 2 4 (2H, m) , 3. 5 5-3. 6 2 ( 1 H, m) 
, 3. 61 (3H, s) , 4. 21 (2H, t, J = 5. 7Hz) 4. 38- 
4. 50 (4H, m) , 6. 23 ( 1 H, s) , 6. 50 (1H, d, J = 2. 
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4Hz), 7. 0 3- 7. 6 5 (9H, m) . 
[0 0 6 0] 

[mm 1 ] 

l. #7-fe;i/Sij 

(1) *Jfc«3^»fc*Lfc'f&&» 4 0mg 

( 2 ) 7 ^ h - X 70mg 

(3) IWMHr/l/n-* 9mg 

(4) XT7'J>Iv^y^A lmg 

1 #7>-fe;l/ 1 2 Omg 

(1) , (2) (3) £±0* (4) CDl/2^L?tf, «3K<k-rS 0 C*t 

tiRDo (4) ^inx-T^^-t^^^^^-t^^itA-r^o 

2. 

( 1 ) %vm 3 x-nhtitz^m 4 o m g 

(2) 7? h-* 5 8mg 

(3) 3-:/**-*-. 1 8mg 

(4) ftlS^-b^D-^ 3. 5mg 

(5) Xt-TV >$h?^*->^A 0. 5mg 

1^ 12 Omg 
(1), (2). (3) > (4) 02/333*^ (5) O 1 / 2 £?Ml 

iSK^-f *o (4) *3«tt^ (5) *z<o&mztM^Tm.mzimi±)8M't2> 

o 

[0 0 6 1] 

■[«W«2l • - 

H»ffi»ffl3K«*5 0ml fc|lli«3^»&*ifc'ffr64&5 OmgWUt 
„ H^&ltffl^7K«rilPx.r 10 0ml £0#i££«m&frpC£*L 
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[0 0 6 2] 

l&Smi] ^ MOT 7 T 0 2 2H?lCHOm : S:fflV^^^b^%<7)^|5a 

(1) hMRFRP-3<03- KtRflMfc (Y-RFRP-3) <£>f£jft 
t MOT 7 T 0 2 2l§mCHO«Bfl&^tTI*lHttt: MRFRP-3 (h 
RFRP-3-2 8) fcra^0^a*fiH4*^T-r*hRFRP--3-8 (Sfi^J 
iVa 1-Pro-Asn-Leu-Pro-Gl n-Arg-Phe-ami 
de) ^)N«CTy r5*»«r#JPbfc^f- K (Y-RFRP-3) (BffiPJ : 
Tyr-Va 1-P r o-As n-Leu-P r o-G 1 n-Ar g-Phe- 
am i d e) (0. ImM) 20^1 0 ft 1 *»&\ >^ 

10//g/mLC0. 1M HEPES-NaOH 
. pH7. O^ffi^til) 20/zK Idoine-125 (7"*">*A % I 
MS-3 0> 7 4 MB q) 1 0 M U 0. 0 0 5% i&Bfcft** (^P*#t*) 2 
o/i i *JR*ft*. M-ei OdHWLfcfc, 0. 1% TFA-7K 6 0 0 ^ 

IM^»^'?7 7- (5 0 mM TrisHCl (pH7. 5), 0. 
1% BSA, 5mM EDTA, 0. 5 mM PMSF, 2 0.^/mL 1 
eupept in, 0. lj«g/mL pepstatin A, 4/z/mL 
E-6 4) **JnU Et>K*_tK:«tfLfco 0 0#*LTy-* 

(2) jg^a*flmfff« 

9 6 ^^W'f ^n^/V- h KEUSfrly 77- (5 OmM Tr i s-HCl 
, 5mM EDTA, 0. 1% BSA, 0. 5 mM PMSF, 20^g/m 
1 leupeptin, 0. 1// g/m 1 pepstatin A, 4 // g 
/mi E-64, 1 OmM MgC 1 2 , P H 7 . 5) L £ 1 /z g M 

mfr. M&W&ZV 11 2 5 i KT?^;WfcLrt:Y-RFRP-3£ 1 0 0 pMfc 
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$«blC#^m<^Y-RFRP-3* 1 0 0 pMKfc&idlwiSiDLfco 

mM Tr i s^77- (pH7. 5) "C 5 ElflfcifrLfco 7 ^^-Srf£»^ 

t^t^o^isw^ (ic 50 i) £ cm] ^^-to 
c*i) 

WRfls-fr* ic 50 i 

Hifcfll 3 <1//M 
[0 0 6 3] 

[fctt*ffll2] MOT 7 T 0 2 2 MC H 0»*ffi v^; c AM P 14?Pi^ 

#®At&toV>Ty9*-* Yffi&Z, t MOT 7 TO 2 2 SrfSgS-^fcCH 
0»O«!*I c AMPK^WtUKft-CWJfebfeo c AMP^HMtii 
, 7'yfe / f^ , ;77-J:lTHanks' balanced salt so 

1 u t i o n (^rZf^t) K 2 0 mM HEPES pH7. 4 > 0. 1% * v 
JfiL?fT;V7'^ 0. 2mM 3 - i s o b u t y 1 - 1 -m e t h y 1 x a n 

thine (v^) ^Lfc&Ofcfflv^fco i^fc^tt. T v** r 

— ftftfti o~5m, io~6m, io~ 7 m> io-8m, io-iom 

kft*«IP«U*:o T=r-* h : MRFRP-3-8 (ValProAsn 
LeuProGlnArgPhe-amide) tt, 40nM (ilfciftJK 2 0 n M 
) 7*;VX3'J>t.4j"M (i&S£Jg£ 2 /< M) ^inL7^T^-b^^ s f^'7T-T' 
"IWlffeo MOT7T0 2 2^ICH0»4: 9 6^7^^- h &C 4 X 1 0 * 
l/we 1 1-eiSftU 3 7X3. 5%C0 2 > 9 5%a i rt-S^iU; 0 - 
B*&#L*:*/V- Mi* T?t>f/^7T- (15 0/il) t?2 0t5fe^3O^ 
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, 3 7V, 1 0 0%a i r"C3 0^&*Lfc o T?W77t- (150// 1 

) -e 2 tt*Hfcfr»»ifc 50/ti,^t7^> + 7* 3 y > 

j»t5 0/< 1 £i»bT. i<«#tfc«3 OtX 3 71C, 10 0%a i r-C3 
O^tUc iWcAMPili, c AMP-S c r e e nTM Syste 
m (ABI) $^7 h<07°n f3;H:M^t^ 0 

c*2] 

tuMtfr** 1 c 5 0^ 

Hifcfll 3 <7Mb#t> < 1 n M 

-ttJ: ^WWft^ (I) lifttLfc R F R P$«#»86flFfli **t* ^ 
[0 0 6 4] 

[^M3] 9? MOT7T0 2 2 MC H Oif»&ffl^7il£^fc^^^ 
B#flH*IHilfi 

(1) 7 7MOT7T022HICH Offllll^^Ii 
?y MOT7T 0 2 2^CH0tt^tU:77^3«:5mM EDT 
A/PBS-Cti, 5mM EDTA/PBS-C«WU Mttffi?: 
2 5mL<7> Hli^W«ffl^!x7T- (5 0mM Tris-HCl, p 
H7. 5, 5mM EDTAv 0. 5 mM PMSF (fnafefla&ttS*) > 20// 
g/ m L 1 e u p e p t i n (^7"f- KfflftBf*) - 0 . 1 fx g/mL p e 
p s t a t i n A m&mm > 4 ft g/mL E- 6 4 (^T^ Kffl 

ftBrR) ) *°'J hnv^v^U'e^t'f^U (1 2, 0 0 0 r 

pn, 15^X30) o -*t£, *a»fr«I«^«HcT4 , C, 1, 0 0 0 g, 10 
#»kU -ti**lfi|JRL.fco ifc»£2 5mL<7)iI^iSffi^777-^n^ 

jfi*t«B^a-^59^t, 4t\ 1 0 0, 0 0 Og. lBSNM'frL-fco 
- 8 OTCfcTfiSffLfco 
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(2) <7 V MOT 7 T 0 2 2fimCHO«mii^^i-^>^Hk^t/^^ 

Tyb>fJI^77- (5 OmM Tris-HCl, pH7. 5> 5 mM 
EDTA. 0. 5mM PMSF, 2 0/ig/mL leupeptin, 0 
. 1 fi g/mL pepstat UA, 4 // g/mL E-6 4, 0. 1 % 
^vJflLTtT^y^^. lOmM MgCl2) 77MOT7T0 2 

2HICHO««^liMfO. 75/zg/wel U Y-RFRP-3 
3-K«lltfrtt»«*l 00pMfc4ii^#RUo ^Kfc^trti, l 0~ 2 

MIIilO-3M<7)Xf^», M^'10-5M> 1 0 ~ 6 M, 10" 
7m, 10~8m> 10-9M, 10-10M. lO-^Mt^i^T^ 
>fI^?7T-T*RUo ^*Klft#ffltU»illl 0-5M(7)hRFR 
p _ 3 _ 8 fcpuRLfco J V>«9 6^V- > Itt^ 

. 3-KIWW**3R*2 5/i 1 fc*in LT»8*lk 7 7MOT7T 0 2 2^1 

CH0«IBMI2 5// 1 *^u«», liaiiwr^^n 

(5 0mM Tris-HCl, pH7. 5) 'C^&S'b-tirrt:^- 

K|£J!fc$-£;fco vODy^fO K) & 5 0 l^LTh77**^ 

T 7 T 0 2 2 &'tUfe<k'6*0»'ft'lia#fiHt (IC50I) * C^3] 

•to 



[0 0 6 5] 



C^3] 



1 c 5 oflt 

< 1 y«M 

< 1 //M 
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[0 0 6 6] 

<110> Takeda Chemical Industries, Ltd. 

<120> RFRP Receptor Function Modulator 

<130> B03064 

<160> 2 

<210> 1 

<211> 430 

<212> PRT 

<213> Human 

<220> 

<400> 1 

Met Glu Gly Glu Pro Ser Gin Pro Pro Asn Ser Ser Trp Pro Leu Ser 



15 10 15 

Gin Asn Gly Thr Asn Thr Glu Ala Thr Pro Ala Thr Asn Leu Thr Phe 

20 25 30 

Ser Ser Tyr Tyr Gin His Thr Ser Pro Val Ala Ala Met Phe He Val 

35 40 45 

Ala Tyr Ala Leu He Phe Leu Leu Cys Met Val Gly Asn Thr Leu Val 

50 55 60 

Cys Phe He Val Leu Lys Asn Arg His Met His Thr Val Thr Asn Met 
65 70 75 80 

Phe He Leu Asn Leu Ala Val Ser Asp Leu Leu Val Gly He Phe Cys 
85 90 95 
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Met Pro Thr Thr Leu Val Asp Asn Leu He Thr Gly Trp Pro Phe Asp 

100 105 HO 

Asn Ala Thr Cys Lys Met Ser Gly Leu Val Gin Gly Met Ser Val Ser 

115 120 125 

Ala Ser Val Phe Thr Leu Val Ala He Ala Val Glu Arg Phe Arg Cys 

130 135 140 

He Val His Pro Phe Arg Glu Lys Leu Thr Leu Arg Lys Ala Leu Val 
145 150 155 160 

Thr He Ala Val He Trp Ala Leu Ala Leu Leu He Met Cys Pro Ser 

165 170 175 

Ala Val Thr Leu Thr Val Thr Arg Glu Glu His His Phe Met Val Asp 

180 185 190 

Ala Arg Asn Arg Ser Tyr Pro Leu Tyr Ser Cys Trp Glu Ala Trp Pro 

195 200 205 

Glu Lys Gly Met Arg Arg Val Tyr Thr Thr Val Leu Phe Ser His He 

210 215 220 

Tyr Leu Ala Pro Leu Ala Leu He Val Val Met Tyr Ala Arg He Ala 
225 230 235 240 

Arg Lys Leu Cys Gin Ala Pro Gly Pro Ala Pro Gly Gly Glu Glu Ala 

245 250 255 

Ala Asp Pro Arg Ala Ser Arg Arg Arg Ala Arg Val Val His Met Leu 

260 265 270 

Val Met Val Ala Leu Phe Phe Thr Leu Ser Trp Leu Pro Leu Trp Ala 

275 280 285 

Leu Leu Leu Leu He Asp Tyr Gly Gin Leu Ser Ala Pro Gin Leu His 

290 295 300 

Leu Val Thr Val Tyr Ala Phe Pro Phe Ala His Trp Leu Ala Phe Phe 
305 310 315 320 

Asn Ser Ser Ala Asn Pro He He Tyr Gly Tyr Phe Asn Glu Asn Phe 
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325 330 335 

Arg Arg Gly Phe Gin Ala Ala Phe Arg Ala Arg Leu Cys Pro Arg Pro 

340 345 350 

Ser Gly Ser His Lys Glu Ala Tyr Ser Glu Arg Pro Gly Gly Leu Leu 

355 360 365 

His Arg Arg Val Phe Val Val Val Arg Pro Ser Asp Ser Gly Leu Pro 

370 375 380 

Ser Glu Ser Gly Pro Ser Ser Gly Ala Pro Arg Pro Gly Arg Leu Pro 
385 390 395 400 

Leu Arg Asn Gly Arg Val Ala His His Gly Leu Pro Arg Glu Gly Pro 

405 410 415 

Gly Cys Ser His Leu Pro Leu Thr He Pro Ala Trp Asp He 
420 425 430 

<210> 2 
<211> 432 
<212> PRT 
<213> Rat 
<400> 2 

Met Glu Ala Glu Pro Ser Gin Pro Pro Asn Gly Ser Trp Pro Leu Gly 

5 10 15 

Gin Asn Gly Ser Asp Val Glu Thr Ser Met Ala Thr Ser Leu Thr Phe 

20 25 30 

Ser Ser Tyr Tyr Gin His Ser Ser Pro Val Ala Ala Met Phe He Ala 

35 40 45 

Ala Tyr Val Leu He Phe Leu Leu Cys Met Val Gly Asn Thr Leu Val 

50 55 60 

Cys Phe Tie Val Leu Lys Asn Arg His Met Arg Thr Val Thr Asn Met 
65 '70 75 80 

Phe He Leu Asn Leu Ala Val Ser Asp Leu Leu Val Gly He Phe Cys 
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85 90 95 

Met Pro Thr Thr Leu Val Asp Asn Leu lie Thr Gly Trp Pro Phe Asp 

100 105 110 

Asn Ala Thr Cys Lys Met Ser Gly Leu Val Gin Gly Met Ser Val Ser 

115 120 125 

Ala Ser Val Phe Thr Leu Val Ala He Ala Val Glu Arg Phe Arg Cys 

130 135 140 

He Val His Pro Phe Arg Glu Lys Leu Thr Leu Arg Lys Ala Leu Phe 
145 150 155 160 

Thr He Ala Val He Trp Ala Leu Ala Leu Leu He Met Cys Pro Ser 

165 170 175 

Ala Val Thr Leu Thr Val Thr Arg Glu Glu His His Phe Met Leu Asp 

180 185 190 

Ala Arg Asn Arg Ser Tyr Pro Leu Tyr Ser Cys Trp Glu Ala Trp Pro 

195 200 205 

Glu Lys Gly Met Arg Lys Val Tyr Thr Ala Val Leu Phe Ala His He 

210 215 220 

Tyr Leu Val Pro Leu Ala Leu He Val Val Met Tyr Val Arg He Ala 
225 230 235 240 

Arg Lys Leu Cys Gin Ala Pro Gly Pro Ala Arg Asp Thr Glu Glu Ala 

245 250 255 

Val Ala Glu Gly Gly Arg Thr Ser Arg Arg Arg Ala Arg Val Val His 

260 265 270 

Met Leu Val Met Val Ala Leu Phe Phe Thr Leu Ser Trp Leu Pro Leu 

275 280 285 

Trp Val Leu Leu Leu Leu He Asp Tyr Gly Glu Leu Ser Glu Leu Gin 

290 295 300 

Leu His Leu Leu Ser Val Tyr Ala Phe Pro Leu Ala His Trp Leu Ala 
305 310 315 320 



ffiSE# 2004-3045080 



mm 2003-114313 ^- i? : 74/E 

Phe Phe His Ser Ser Ala Asn Pro He He Tyr Gly Tyr Phe Asn Glu 

325 330 335 

Asn Phe Arg Arg Gly Phe Gin Ala Ala Phe Arg Ala Gin Leu Cys Trp 

340 345 350 

Pro Pro Trp Ala Ala His Lys Gin Ala Tyr Ser Glu Arg Pro Asn Arg 

355 360 365 

Leu Leu Arg Arg Arg Val Val Val Asp Val Gin Pro Ser Asp Ser Gly 

370 375 380 

Leu Pro Ser Glu Ser Gly Pro Ser Ser Gly Val Pro Gly Pro Gly Arg 
385 390 395 400 

Leu Pro Leu Arg Asn Gly Arg Val Ala His Gin Asp Gly Pro Gly Glu 

405 410 415 

Gly Pro Gly Cys Asn His Met Pro Leu Thr He Pro Ala Trp Asn He 
420 425 430 
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>Hf>5H«r. X(*0> S (O) n (ntt0-2O|it^t) ifcttNRS (R 
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